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(54) CHIP FOR DETECTION OF GENE, DETECTOR AND DETECTION METHOD 



(57)Abstract: 

PROBLEM TO BE SOLVED: To detect and analyze a 
large number of genes at high sensitivity for a plurality of 
sample DNAs. 

SOLUTION: This chip 2 for detection comprises a body 
part 5 and a detachable frame 4 between each other, 
and a number of pin electrodes 10 are protruded in a 
matrix inside the body part 5. Oligonucleotide, comprising 
different gene sequences, is immobilized on the pin 
electrodes 1 1. A common electrode is arranged in a 
hollow B of the frame 4, so as not to contact the pin 
electrode 10. A sample DNA is put into the hollow 8 and 
a voltage is applied between the common electrode and 
the pin electrode 10, to detect a double helical DNA 
subjected to hybridization by detection of current, 
thereby enabling analysis. 
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s „ jte^^^ffiffi-^ -vrxfo ~?x , 

»*«i^fcj42{^ac7)it^p^a} 
ts*si~3co^-ra^^tcie«t«afe^«^ 

^frfSfflWPCRii. *y=f**W**-T^ mR 
NA„ cDNA, PNA (peptidic nucleic aci 
d) „ ifciiLNA (locked nucleic acid;Proligo 

1 - 3 <9t vtfhj&^cae»0*£^«flifll * ? 

cDNA s PNA (peptidic nucleic acid) . 

A (locked nucleic acid ; Pro ligo LLCftfiS 

p. gtEKSEgL ssmsmm. mm. xm. mm. *fc 
im&m i o 3 m&uyum** &mz&tf* 



[if«i2] mmmi> { . peeks^&ptf 

EX$>%> i t -T* , aft&K 1 1 KSBttOjie? 

[iKRa 133 $ e>ex>nm&3a*t&3&ffit 

s-#m^-rs, tsasi i-i2 ^Ttiti—miznsm^ 
imm 1 4 3 mSb^iiii nss&&am±.tz 
* - »3<?s 1 3 ttrntmsttmsfrf- >y r . 

[MSB 15 3 $ S>tmytgm*3f»t*l!mtot 
T^^tSriffiSfc^S, tt8fll-"124>tYf!ru0»-~ 

1 e 3 w^mmwmmacvt>t . m 
M13-1 seo^-nt^m^imcrmm^mmm 

TFEfcJ: OftHS*ida*aiW'±KHB&S#t*CV»*£t 
*«ttfc-f4, IS^Sl 3-1 6«5lvfftJ»-aicS« 

[Sf^ 1 8 3 ffifEt^HSKis^Tti. ijied* 

s . i-i8w \-nu}^m£xem<oM&?mi 
im$m2. o i wanca«tft*LT**.iiw5Bi 3 

m?m i3-i 9c»^?ti^m-zm0>MftF! L <o®m 

[»*3S2 1 3 ^iS^^tifS^- 
l^-AUSi: &1iLX%Zammi ~2 OW^-^l**-^ 



1(3) 001-242 135 (P2001-242135A) 



i —2 o<r>\^i^i)^mzMm.<m&.^mffl+"/ 
»*«2 ltfaeioiBg^^ffiffl^-y 

To 

set *ttz>miz=F<7i~imwM snp 

Mis^ftssa, 4r<om§mizvhv-y7xmzm*ii$it 
xmm usees?*****) e5/**«ru 

imem&Mz. mmn>m&tmsLL%:^£3iz%mi* 
b V < 14* U :f * 9 v** p *m%ztix ti *) , 

(^)-^ms N P t jSSSMSgiaiftffijfl?- <y r. 

[is^^2 4 ] wsEKvmwi. h y v 

«fc£&ffl?"J£*u »fif *SWk?I!W*» P c Rjg 
ftt> L < 14* U =f * ? V-:*^ P *JR#f &08tf£*H? 
(C, »AS*l4 £ i: fc ± *J . ffiiHSt* aBe^Kaf*^ 
JiESPC R«B5 1, L < t±yf U if* ? U-:*^ Pa'SKStl 

[|f«)S2 5 ] afg^^Ufffl^S , ft^«l ~2 

im$m2 7 j m mB^nmiam* vrwu£& 

t-tt . m^m2 6sm<Qmte?<om&mm. 
im&m2 s ] mtm i ~2 s^-m^mziz 
m<vs tefrommm* v y*m\ ^mmjmx-h x „ 

it^JWi^fcDNAs-^L. Mr';^^ 

%<rtfk^ miB^>'7-;i'DNAX{i1?->7'/i'DNA3t)^3S 
(5^*63 *u£D NASrlSiae^^^L^tT** 

« lt . m^*mzmzm&fc¥%ttiH L z%r& § 



[11*312 9 ] i -2 5^^-rtj.**-wcia 

ffiffig^flfc, •*?yy°j]sD N AXtilf^7°;VD N AA>£> 
£?E«U ^'f yj y-i g y^^-ii-TZ: 

•t h . mm. 2 s & fcii 2 9 fcis*w^ffi^. 

im!8.tt£-rZ>Zk$:<mkk~?&. ff««2 8-3 0tfD 
[000 1] 

[0002] 

[i¥*«Sit] -^SESIs n Pt{l tbDNA«)i 

0 0 0 b P frt? 2 0 0 0 b p t,Z 1 

[0003] ^sssm^is. s»omsi»i|^jgag 
[0004] j^S^SMt 14. -r-r^Kftir fc^afsr 

[0005] m&r?<D$mki±. tgmtm<7>W¥&-^ 

[0006] se^^^tti, «3fflBW<^>HBa(*JcS 

LKi,<ox'hK>. mm.<om&t* 

[00073 m&r?-com&k\±, &.mffl<n-u&m& 

[0008] bUb-hfc« s 3mmtt&v 

v-hLxwM-t&i><r>x'$>*). m&>mmk%:&m& 

[0009] ®g^D NA<OJgaia?lJtfO^V>Sr^{tJ, JW 
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SS£) . PCR-SSCP (Polymerase chain react 
ion— single stranded polymorphism) TWHt 

[0010] DNAi^-yyXjg-fi. • 

-hwaivytf- (yjtt*^) &whztf. mm* 

8ffi L ta^Wm: PCRft(^'J* 7— fe'^MSJES) 
T-itJILJt^. PCR£T'ffli^y5>-f-?-:gL<{i: 

[00 11] PCR-SSCP (Polymerase chain r 
eaction— single stranded polymorphism) J£tib h 

tT5 PC R&Ttiflg Lit 2 * 

(^Trt*S^> SM&fSSEBicOit 
t i(c J: oTSffig^O-JSaHKitS N P £ jSg»JI3S£ 

[0012] rv;i*l6f)A-f y y y-f a ymx 

ti, »WLJtV>^^PCRj£Ttg«gLftf^ *>rf\s 

c tumnii* v<iz* u =r * ? t-^f- K7a-/^M 

U -eJli;3^tt[Bji27C^3 2P^i:T^t!t-5r>'r 
^DNA (*&MJDNA) ^WT-y^^a^S 

g >^fr^w«irr s ^ t, m^m-mm^ sNPt 

[0013] DNA3*yym\±^ sgmmi.TU!vmm 
tty\J7VW^-*sa>mi:iZtamtZ'$>&t)K 20 

X771/DNA (fcfef&iJDNA) ^yiJ/^-y g 
[00 14] 

[36«!!!#*iSfcLJ; d i:-rSIBe] TV-JHWH/vf ry 

-£ti. DNA^Slfffil^Cijc^-CTOrSfcrtt^ 
ttlBffirj&StOJDt 0 ifcv>£ ^fc^±^ffl^ffrt 6 CI b 



[0015] ze>£ o%r<m&&mm-rzfii£>^ dn 
a-m yy v HMoiaj. z^DNAS-mab-rs^ 

Tl f za^X^>Ttl'DNAt^i^-itX^ I*fDNA 

^as, ;wyy •/ vmm&<vmiiiS:m&fc¥MK.fi5 

1imtfffif;ZtlX^& (#^¥9 - 2 8 8 0 S O^fB 
StfB 5 7 E^Pf^ttf&^^im, P 1 3 7 - 1 3 

8. 199 6*. mm) . 

[0016] LfrLtctfb, &&?(D-mmmMSN p 

£ffr£-f S ftfeWi, f< =5r< t 2 0 0 77?)-ig*® 

mm^&Mm¥(Dfi3m3zmcD%t.i>zb#>x$>\,K 

mx-izmmmz^mizi&\, \. 
[0017] *mu±. j^m&<7>i!mj!z$:Mm-&z 

S-TS^. *m%±. ^1^9-2 88080 

mkmzMffi * titi-*m d NAto^ai. y y •/ k 
&mft<omm&imivmizftoM®£&3^x. ±& 

b-t&h<7>X'$>Z>. 

[ o 0 1 8 1 -mpm. wmemtiimcotfmtz 

[0019] 

tcmJSESr Mb L . ^SE ^^m-T 5 £ i; **nrtgt'& Sit 
[00 20] by5feSiiItiJ;t^fi!fpS«|5{=3te?S- 

[0021] Tfflmeifcs^^^-rs^ 
&x*% %i ^zjt^x , tymmzm.te? : £-&ts%ift<?) 
tzwatth -ox ^-iz-^mcr>m&F?-*wmfh ; t 
§ ^ b izx 0 , ^i*«rr^±-c»jK • mss&msz. 

[0022] *^t'«. &isrf-$:-&tSimZ 
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[00231 ^mrnx-it, t ymmizm^trfiyu- 
yMi^ttyT^D NAt <r»\4 7 y r-f 3 v 

[0024] =taHW=*lW-*ttm«*- -;TI1 § ^ 
[0025] *ffiHzt$tr&Wm+ -y 7*t±. 3 t> izm 

mzy&gm-Lm&ktwz, -ryr/^DNA^sL 

[0026] MfEtr^f^fcifci:. A%*X&?ffi9f *4T 

[0027] tffiBtr>«ffifcfcL #!*3>«firPfa?rJ£* 
-TS^^PCRffi^ jj-y=fjr f\ mRN 

A s cDNA„ PNA (peptidic nucleic acid) .. 
iftiiLNA (locked nucleic acid;Proligo LLC 

imm imfeztix^xi>i.w 
[oo28] ^miz^m^mmm^ -v aitfab* 

[0029] fftaf>-^Wi. H-^afETffiJIJSr^r 
-*-*PCR«jfc v ^yrfjr^P-^-f-H, mRNA, cD 
NA. PNA (peptidic nucleic acid) „ t.tziiL, 
NA (locked nucleic acid;Proligo LLCifcg&IS) 

[0030] §iMfflf.yrii, z^izwrnvytm 

S^TVl-D N Atf*i«i*« L#5 J: 3 LT t J; 

[0031] tirie3a&?^aifflf- /r«, witr. a 
{s^igau^ -fg^tc^sNP, gram. ^ 
#gs:js, km, mm. afctthyrwMJt- 

h £tki&tZ<7)tzW8Xfoi. . 

[0032] «^tf>-«®{±, ^.Wfc&a** .y^Sft-c 

roo33] imiab'^ffiti. mm<D-&u>mmx*3- 

[0 0 34] flt£«HH*. PEEK (^'Jl-f^x- 
f^h^) UlfciiPTFE (sify-rf-^/l^ax-f- 

i<» x*$>-iXi> 

[0035] Mfiiifcw&mffl^/rii, § 



[ o o 3 6 ] c i t e y^#£&g|Ef*£ ± 

[0037] iflTlaf ySffiti. i(!i25fe»il5W±fcX#-y 

[0038] hmmti±. 3&gm±lZX#y b 

±izmwziifzmmzjmrt& . 

[0039] Mi53ate^^*fflf- -y/tt. S ^tey 

m&mzmifhtifmmizm&zti, vynmtf&ftm 

[0041] m&jmmtitES&mfcxb-ixi*^. 
[0042] «iEe>mB±. mmcmm±.tzimt. 

Jt(iffi&§ ttX I >&3SSgB*«-X;j?3f >-»it^ Jt&P T F E 

[0043] tmat>^taBc^v^Ti4, Masftaw-t 

JttiSSSSix-O *4«Mftti*v ^J«^3SC^ 

[0044] v>nm<Qmm<omfev>mmtzmm3-'r 

[0045] WiaJI^-^mffl^-y^-^rtgSfc^ift^ 
[0046] j->vZnz¥Wm& f^^atSiiADSrSft 

[0047] mmixTommm+v rfi. ^gpt a 

latf^^&S^L^i; t btzryyArB N ASr-*Ett 
[0048] Slfie^SPt HE? P-AHIfc <4«IK@& 
[0049] 71/-- t.ggi:$-*ISe»2B^r 

iz&mmmMzmm^mr^m&mb wwbz®s 
•e* s J: 3 ^ L^«^, ? y -y r-^^ 5 

[0050] JdffllBfcilRfcrS fcWC, 2 
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mzmtzm&v ymm*%i?Mz& n b&x-z ztt 

&3i€ffi#Bai£$ft,T*> o , tm t°y 
wmt* m*&m.mwtoi>hi&& p c Rga*& t < « 

n p b js&mmcrmim* * . 

[005 1] 3:33, ^CfeliT^b'Jy^Xti 
[0052] ±EK>WHi , V MJ y 

c Rimt> l < t±3j- y 3x9vit+ v&ffi&&tix m 

[0053] ±Mm&mi- -y th. msrfmmvib^ 
tt±v^. *w%<mmm*vy'%m^xmri L mrt 

h^mffi^*-3te^. mbjr* Sams. ^ 

[00 543 X, 1&8m* JJEHWftJBfflWifc* 

[0055] jjEiKfs»f-y rfce^xtt. mmwz 
web lt . ^A^xaH^frMv^auet ^ y h o-a-«j 

[ 0 0 5 6 ] S fete, JJEHWtJW»f#-*st 

te. wwiswgtt^t*trww**«Lr. mar 
[0057] »*v*±, mssB^mnm^y^m 



*'-P*y£nhi£X~*m*&tfLL%i> t t>. SfflBT* 

[0058] £«0±d<C» fflW-yTfcffllvc, M? 1 
1/ ^ -b-y 9 y£4f fctf 5 £ b izJ: *) „ :*dH#>»e? 
[0 05 9] li^ttftt&ft&vvcii, i&gSrayho 

[0060] suiem^-f t^stt*^F^#^»w« . 7 
y«^&*s-r y*-*u- 

[0061] tJB3««flS«S(!^&*tfWIHti: 
7n75t'y, x'jyfyy, r^f/^yy 

D. F/?^ yy hiM{7i 

tyhnyy)«im. hVx (7xtyhnyy) 
h>jx (7xt>-bnijy) 3^ 
b^*:. ^' (7xtybnyy) ffigjm. P (y*~r 
yhnijy) ;i^^7Am, y (7x+yho'J 
y) a/^wMlHt, b*fcru^yr^^-««t, *-tu 
^r?ftgft. 7*+ybaUyT9^«fls. h 

[0062] 

iwj&mmco&m ^wmiz^m^f^mn^m. 
%.mz®iuwmm?mmM?- vy<vmrn<v&ffizmM£ 

mmnmmiz-rg'f. ziitzmfe2ti& io-cii^v^ 

[ 0 0 6 3 ] m 1 fc#V vt . 

JS§£B3fc, ^°V=7y3 5t^fll^S*Ll). 
[ 0 0 6 4 ] S 2 (± s ^ffiMf - -7 T 2 «M5B* jjWST 
35 9. H2 (a) ti v ^ffifflf-7r2S0^#M^H^ 
LT±59. ;W4. *-h'*^V^i^-fe^h^cOf-yT 

t lt^^^tv^. E12 ( b ) iz^mmwmb lx 
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H*^^ e fc , )?FM§^7]x-i,4i:. K7WA4K 
[0 0 65] 7P-A4 t$tLT##$5 5 

i *^SSMT*{±. 02 ( b } . ( c ) % 

03 (a). 05 (a) t^J: at, *#tV5&J:tf 

[0 0 6 6] 7U-A4fc*#ffi5fc££:c)(Q|flB{3& 

[00673 7ix-^4«9(iiar+A(c(i. JS^offl^s 
mm) *msst&z.kifiT:%. ##cgp5ft7ix-A4 

[0068] - *. *ims tefct. 12 (c) fcijff-J; 

HHIStt, *»»5*7V—A4(=»»Lfc» % S^8 

[ 0 0 6 9 ] 03 ( a ) UU 02 ( c ) <9A-A#r®ft 
0 „ 5 <7>mf$.b , t y ffi 1 0 <7>3§l£ 

bmmi 2b0)mzmsmsLi 3&w*it>iixmtf& 
tit. mmmi3<wm&%&^ mmtmwzyz 

^•TMStf- (H4K*S^TjS^-2 7 ) jWftJt&fVC^ 
5. EIS&SBtl 3fc<ilKI <H4fc*iHTiS"*-2 

Is 2 2. 2 3) «9£*r*tHiI»Wl5lft&*l.T^€. 

[0070] M3 (a) , (b) fc^-taic, *?>m 

mi Ott. 3*»6|*I«S1 1 ftSSMLTggffi 

[0071] fcrvmSlOti, S3 (c) fcjrrfAa 
fc« *MK1 2frt>WtomLl 3&tXl*5ffl[gl 1 ftSil 

[0072] b*>-mSi 1 0i± s 03 ( d ) tz&rtt a 

c 5 ft. s& 1 4 ±fc@rcs«ec 1 3 * 

<0±(c bvm® 1 0 ft SSK*-* X r> *mtfLb LT t i. 

*\ 

[00 7 3] 133 (e) fcgrr«£5tl. W 

®&MU 3±fcMfc^>^jKv hmmi 5ft^«LT. 
£jgt?>X*yhW«il 5*«ftetTT4J*. fyfil 0 



[00741 try^Si 1 oo*nr(ci2. 06 < t> > 
owzmztF-txuzs pc Raw, xvizfvtt 

h'co 5 ' sfcaftc^-ah-AHtL-C s H»ft*¥A Lfc s H-fb 
3f>J^5r^P3f-^pi6*<HSS*LT^S. PCRii 

[007 5] £0*'J rf* K0*BJ£li, 06 

(a) K5H\fcafc:. fc'yfil 0$-. b-ySffiiOk 
A fc t -y f-BOTSftft: D N AlR^gE 1 8 V-f ^ 

D7Wh 1 70*JR®W1 8{*lfc. #A-*-*£k(Cj: 
«5 . mfttzWRcom* h D N A ft HftHKMi LTff 3 i 

TfcO. AKSH&**LTSH<ff^y=f*?l':4-*-ft 

1 6 ftffl€t-&*^{i4Jrfarc*5 . 

[00763 b>-«g<r>|6Ht;^ >y^rftt-^t?«0|>r5& 
a^iS^H-^JS^-fcRILTIi. M-itfJ.Aa.Chem.Soc 
111^-P321~ 1989^ C. D. EaLn^ s Anal. Che 
m. 70-^P2396-~199&££ JJ. Gooding^ISW/SS « ^ 
fc, /O- 73a&F«l^*{i, J.Am.Chea.Soc 111^P3 
21- 1989^ C. D. Baii*fcE«<0*i6*|PCtf7. 

[0077] ot±. mwmm. 1 3<ojh 

AS^TV>&. -5-LT , 02 (c) teijp-fidtC, 

[0078]i4(a),i3(a), (b) teSsr^J: 
dte. ty^Si Ott. ^nn£KJ:Ai!lft2iK« 

[0079] ®4ii, «fe=F<0^v«SJ|lKft^-rt^ 
T* 1 ?. 04 (a) C^Ti^t:. b°>-®g6lOKStr 
SS^2 1{±. b>®figl omW^JfiLT-*^ 
LT «lfll^-St*Sf2 0 K&tll/r fc «t 
04 (b) fc^-Ti-Sfc. TFTA^^rSX-f >y 
f-V^^f ftK^T^^-f TV h U -y ^XScOTFT 
^S^^B^COV h ij y ? X^ffiWi: d C &$L?ffl 
RT/m<rm&2 2 . 2 3A»^7 h U *,9Xm&3L 

1B5K1 O^FET (^-5^&*Mh9>-^X^) 24ft^- 
t^^Wtc^^ix^ J: a . 

[oosoj «mwmi. ^ 04 t-^-t^i* 

«62 5ft*-r5. 04T'^cTit3im®{i. *<4-efcB 
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0, MM*, fi»8(cK»3*l*£fc*«#*U*. «i 
». MSS2 5I1 05 < a) t^-ridCc, »*8 
OKS^-3P (Mitffl^) Xti£®, s£ufja*8 

ZLX. ftiI^B2 5i*. t^fgl 
Ok&L*^tiLW.£m?t>ii.X^&. £ilf^i2 0ti. 
**a55Sr7k-^4tg#-rSi:. 05(b) Kijfc*; 

mt&i;ii l zffifci$tix\i*z. "tlx. zeogm&sm 
«DSSf2 6ii, &wmm ? - s T-^ag? 2 7 tiaa 2 

8£:frLT«gSS;frruS, 
[ 0 0 8 1 3 -f-it-f^coti^Si 1 0 t£fErc£> 

-r&nmmmmzjfcm i^m^riz^^m^mmizwtr 
[0082] mm.$miz&i?hmtimi~ vrvmxn 

(Hltf02 9 ) 134 < c ) T^-J; a IC. 

[0083] -£LT, *®!E©m*-S-?vMSS?2 7 1 
#b-i^«ffiS^- 5^t^F2 0H^£EE*i£RflD$#t 

fc^. ^ii«|S2 5 t«-e^«Ei o<9igem$« 

S££r. BBfr3 0KR(t6^IIWHB3 1'C(teBUxafie 
[0 0 84] «r*J, lfy«10W-StA|f20 

£MiRmiz&m-&tzMzi±, msmwsizti, mmm 

* v y 2 £^AP 2 9 ij>t*m L&btt*fr{£. #e 
«B^-5^P«HF 2 0 fc«a^*fctf>OgWSFF3 2 
& , Sf*9S§T3 2 £EI(&3 0 (cjg&Wfcjg&-f Sfctoo 
763838^3 3 1 iWRH- £,;JlT US . 

[0085] znim L*immiizm?< MfeT~?i±. 

ISM 3 1 izm&th A -D»3 4 «W$>*/Wfc 
Six. ^"V3>'3 5^J; l 3-9->'r^DNA«0jStf. mM 

m<mmr--?k Lxmmztiz. 

1 0 0 8 6 3 £ aBg^S3 (3±, "VI/f-XSjST** 
US. iOiagrJVbn-;^StJ:i5. aaw-^vf 

[00873 fiiho j: o %mfS®>t>&&*misz&&m 
wmiMmtzi^xmstt. me (a>a, ty 
«si o tratey-^TJKsaii 8#7*w*;fc62?!is 

m 7 *>#jks» i snte. mmm txt±m%& d n 

A£JKSLT*5<. 

[00883 -£LT, 06 (a) fc^i'Stz:, tktHm 



»18fc#A-f-*. £ftCJ:9. 06 (b) 
[00893 —Sr. 7 P-A4 C7>^# 8A{Cir>^^D 

_kfBD N A <7>mffi2ixK$>&co tr 1 0 £ff A-rs 

[00903 &*>\ fW*D N A(*. £gM#R0>6tt 
Ei3UfcDNA£, DNA£^Ri>L<(*@#i££0£lT" 

ti.h<7yfy~T)\/^> NAii, Mrtl^-^i'sJ^i 

[0 091 3 t?>fgffi£E^£*^PCR;ffi!8s&L<{* 
^Urfjr^I^^h-tfDDNA (-WOfldB) fc^-yr 

[0 0 92 3 IWWr'J^ -fef-^ a &ffiffl 

f - y t-2 *aeeKB3 ^«oiiAP 2 9 cc^a lts^ 

[0093] £«D^-f 7*U r-f ^—5^ a >T&*T5*chjfc 

NAjafa*Hj*LT. a^8ftt:^JKSr&At. 
7iJ?44£—i, 3 ^L^^^ir^VVDNA^V^ 

[ 0 0 9 4 3 Z<r> X 3 fc^, «M-fb¥« 

tt4H=-2:^tf®fi?«i^^Sl^8l*0tc:3Ss*t, *#cS55 

^^9 - 2 8 8 0 8 0^fgfcPfflfciJi B J$itTU 
4. 

[00953 cico-t 3 ftzmzft-ofzikiiim^ yy2% 
m&mmizmgmmL, mtm^ 7/2 vgmmmm 
f-^^vm-2 7mf&vy%mm?-$-i~n<m-2 

^^•L-CSEEffiS 3 0 \zmtt L , »I2 5b^> 

mm 1 o<oiaici§umj±£ *'{ts t . yj y-Y -tf- 

^-a y(£j:*)*fcfcZ^WaiDNAt«SttS#uttXff 
1 0tC{*. «ffiH1^3 0^^3I««|2 5 ftjlLTl!BH 



!(9) 001-242135 ( P 2 0 0 1 - 24 2 1 3 5 A ) 



[0096] jBKSSB3-Ctt, i4 (c) fcjj5f i 5 
fc, #t>'^B^~5^^l !1 2 0Sy : S{-Wf 3 2 

tOO 973 A-DMW»3 4*1J:9 

^>#M£ *tx v > D N A-r-^t HMtZ 

h. 

[0098] miz^^mizmhtmi^cr,m$M\^^m 

[0 0 9 9] (^WJl) a^p53W2#S^)3h*^ 

izmfz-m&wmsNPvtiiiiicommMZTx-t. ixr 

ftitzxtfv b-f&ZblzX DHSSifcLft. 
[0100] pBPro ( 3 FyTZSm&Pro) 
p53Arg ( a V >-72#B**Arg > 

[0101] £*l(Cp53a=f K>-72#e*^ProTS>S<OiE 
@AO*1f Jflb6»fe«Jl2 LftD N A, M/ZCOD NAj^t 
p53WXdf V >-4 (c#7±-f £ n H >-72£#tf 
tft P C RfflJMA^ y U j^-f -tf— >- a yRJS' 
ttfefflmKSft (0.1M AcOH-AcOK ( P H5. 
6) , 0.1M KC1. 0.05mM NFc) EfiT"20ftT470mV (Ag 

/Agci^^SiSip) <?)a^ yy r-f Hf-^ 3 

[0 1 02] mSUBfr&miViZDNA 



p53Pro<OSS^Hfc ( % ) 5 2 % 
p53Arg<7)fla^-ft ( % ) 1 5 % 
PCRift 

p53Protf>mfM ( % ) 6 5 % 
p53Arg<^»iM ( % ) 1 3 % 
[0103] §4.^p53i0n Ky72Sa^Arg-CS>|.JE^ 
A<^3^«>^SIBlLftDNA. a^«0DNAA^ P 5 
3<DX*y y4 a H >72**t»««ft*«U 

-?ft» 

[ 0 1 0 4 ] m®m.frt>mi d n a 

p53Pro««zSSg-{[: ( % ) 4 6 % 
p53Arg^m»^ib ( % ) 1 7 % 

p53Prc*OS«SSft ( % ) 5 3% 

pmr&mmzit (%) 11% 

[0105] £:h.£>«SS&^ffc{ju ^fc:v.y^Lft& 
6*lft* 

[0106] < mm 2 ) asB&afte x ->xm&r 

*&Zk*^Ltc<mim*fflm-h« dT20, dTlOdAdT 
9, dT8dA4dT8, dAdT19. dA3dT17, dT19dA, dT17dA3<7)7 

m<?>$- u =r* nt* vkwmk 1 0 -tttm^x^ 

r-f -tf-v- 3 >-RJK£froft . 

[0107] <IiT.£. S0l5g®S®ffl?g?fc (0.1H AcOH- 
AcOK ( P H5-6) , O.W KCI. 0.05mMNFc) ^X2mXAld 
mV (Ag/AgCl#B^S^I) WW/ij^-fc'-ya 

y m&?mmimit&m% tft . 
[0108] ^mi&tgkzm. 1 tc^-r. 

[0 109] 
[*1] 







driGdfetF9 








ffllSdA 




«KM& (%} 


37 


22 


15 


14 


14 


20 


12 


Tin (£) 


46 


38 


21 


45 


46 


42 


41 



[0 1 10]Slfcfe[«tMtt tSSrSXV.yf- 

ft. taf*?D S S C PTti. ;<7)J:a ^mti^ffiT'^ ^rA 1 

[0111] (^W3>mRNAfg3Kl:^Sfifc-?V^ 
TUliM^-r. *JSffi^? h~x^T3y±cr) 1 ac 

&mi&L%:\->£5 IzmtLX^t) cr>*V=r*?ls*?- 
h'c?)5* sfeSgfcf'*- ;H(HS) £l»ALfti>?>£, 
b°>^ffilO<0-e^ilfcE^bLft (HS-ml : 6 
Ofmol). 

[0 112] ^=3r^ft5SS»«0mRNA^^tJA 



r>fti>j;^teAixft. ie5^-f ^— 7W- hW^MZ 

MzimiLrzvymmio&mL.^ 2xssc, 

ft. ^M, SJ^ffl«ft?M?i?g (0.1M AcOH-AcOK ( P H 
5.6) , 0.1M KCI, 0.05«M NFc) tfT^Og^OmV 

[o 1 1 3] nhtvfm^^miiiz^t. mn^h 

ftfr%>i.OliZ^ mRNAfi^6 0 f mo I tT'iimRN 

AM^imviz^xm^ttA i (%)immiizmn 

Lft. 

[0 114] ^mi&mX'lt, mRNA<m 



(SO) )01-242135 (P20 0 1-242 13 5A) 



(0M.m : T-mftmDNAyn-7' (5' -hs-aagg 

TTG ATTACTGGAATGGGG AC CTGTT 
A~3' ) Sr. tym®l 0<9*ft<e*UCffl£ff:Lft:. 
4Jt> M^-53tDNA*^a6*ife^ (DNA7n-y 
fcffiSt^DNA) Sr-fe-tf^S:^-f ?-TV-h±,<?> 

A^yteWKLfc trysffi 1 0 £it u 2xssc,s 
a, 1 b^o^tc^m r y ^-r 3 >-^*4t 

Ca^iKI^ffi^S^M C0.1H AcOH-AcOK < P H 
5.6) , 0.1M KC1, 0.05«M NFc) +T2QBtC470mV 

(Ag^-Agci#B§^igJi!) wwyijr^-h^i 

[0 1 1 6] '&hitf-zWk*m8,\<zm- . H8j5^^t6> 
&J;dfc. ifelO-SUOOfmo 1 *>Btt3«£T*"lft 
ftX'Sti. —If, ^h^nAC^^^rv^DNA-^VT 

[0117] Jilt. **HB»=«*Slfi : F<0«tta*4fe. M 

x\ ^^^mmc^mmi^tztiimot-ci,^: 

[0 118] 

[0 119] dcoiafc:. isii&g. a^^H77 h 

-^sasNP. $ysaa8t fed. ^ 

[0120] ^«(ctt6ttffi$6!K-?ti. S3S 

[01213 4fc. a&PSr^W^-SCltCiO. ®«J 
[ 0 l 2 2 ] $ ^<O3tj£?S*r<AS6ll«:f0ffiL 



[0123] *wjrca. «HBffl^yr*sv^(c3MKa 

[0124] 4aMttf2. &ajffi^vT<Z>S!!5g«&i: u 

*ft»<ort«(=v b »J ? 7**&efi»IL«:t:>'*B 
£«ffiLTR»«Mn\ fcf>^©£. H3r5DNA£JR 

[0 1 ] ^Hjfc^sate^^ffl^aeD^^fg^ 

[02 3 *»fl(=**afiff*«Wlfflf - » 7<%fe«i 
[03 3 H3(a) KB 2 ( c ) <9A-A»r®0. 

03 (b> (i03 ( a ) <mmkm, 03 ( C > - 
[04 3 *mtfcm&mttn&tmm$xfiffim 

[05] 02O^mfflf"/T<?5BfB0S.^ c -e^M 

[06 3 *jWBK«5«pF«l)BfSfflf* y7(r>®m 

[07 3 *^3 0M£taitCfc&. 
[08 3 *ii^4 ^mURT^i . 
[«^<^ftBB3 

1 #IEfJ^S 

3 si^^a 

5 ^ajffl^-yr^**^ 
8 

1 0 b"V«S 

13 ms&mm. 

1 4 ^flca^m 

16 srUrOr^l^f-F 

17 W^nTl^-h 

18 9uyi"-\*aW&& 

2 0 t>ttBflO^-StMlf 
2 5 

2 7 *il®Sffi?>?- 5 ^SS^- 

28 m& 

2 9 Sl^g<^AQ 



<a i ) )o 1 



-242135 (P2001-242135A) 




(& 2) 301-242135 (P2001-2 42 135A) 
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[07] 
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(51)Int.Cl.'' 

GO IN 27/327 
33/53 
33/566 

37/00 10 2 
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GO IN 37/00 
27/46 
C12N 15/00 
GO IN 27/30 
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1 0 2 
33 6G 
ZNAF 
35 1 



<72>J8W# I*IB «ff 

38£»o< fcOTrfSS -16-527-201 

**Hf«iSES8S6 -19-15 



(&3))01-242135 (P2001-242135A) 



F?— 2G046 AA34 B001 BH05 BJ06 BB09 
4B024 AA11 CA04 CA09 CA12 HA14 
4B029 AA07 AA21 AA23 BB20 CC03 

CC08 FA15 
4B063 QAOl QAOS QA12 QA18 QA19 
QQ02 HQ12 QQ42 QQ53 QQ58 
QR32 QR40 QR56 QR64 QR84 
QS25 QS34 QS39 QX04 



